study because of the early death of her newborn infant. The infant girl was born at term, weighing 3*5 kg, to the proband, who was gravida 1, para 0, aborta 0. The pregnancy and delivery were uncomplicated. Physical examination at birth in an outside hospital revealed a normal infant without any congenital malformations. At the age of 4 days the infant developed jaundice, lethargy, and acidosis. A diagnosis of 'Reye's syndrome ' (table) . Although no cytogenetic study was performed on the infant of the proband in the first family reported here, she had no congenital anomalies or prenatal growth retardation to suggest a chromosomal abnormality.
The risk of an inversion carrier having a child with congenital anomalies as a result of unbalanced gametes depends on the probability of meiotic crossover occurring within the inversion loop and on the probability that a child with an unbalanced recombinant chromosome will be born alive.6 If the inversion is small, the probability of a crossover occurring within the inverted segment is small since the number of crossovers appears to be proportional to chromosome length. However, the inverted segment in the families presented here comprises approximately half of the 19, so the probability of crossovers within this inversion loop resulting in abnormal recombinant chromosomes is comparatively high when the overall size of the chromosome is considered. If a recombinant chromosome were produced as a result of a crossover within the inversion loop, this chromosome would have a long duplicated or deficient segment relative to its overall size since the duplication deficiency involves the chromosomal segment outside the inversion loop. In the present cases, the segments outside the inversion loop comprise approximately one half the total length of the chromosome. Therefore, most of the embryos or zygotes carrying such a large duplication deficiency chromosome might be lost through failure of implantation or early spontaneous abortion.
Whether this type of inversion is associated with a higher risk of non-disjunction resulting in an aneuploid condition in the inversion carriers is a question that has been raised. One should be cautious in interpreting such data to mean that inversions interfere with meiotic disjunction resulting in an aneuploidy in the inversion carriers. These are heavily biased figures obtained from a few selected subjects that were referred for cytogenetic studies because of the suspected chromosomal abnormalities. As such, these are instances of inversions detected in patients with chromosomal aneuploidy, not instances of aneuploidy found in patients ascertained as inversion carriers. Therefore, the associated aneuploidy in inversion carriers may be a coincidental finding and its frequency in this group the result of ascertainment bias.
Given the uncertainty of the significance of this cytogenetic finding, how should one counsel a carrier of a pericentric inversion? Sutherland et at3 proposed separate consideration of families in which there has been a patient with a recombinant chromosome. The risk of recurrence in such families was estimated to be 5 to 1000, depending on the sex of the carrier. In the absence of an affected subject with a recombinant chromosome in the family, they estimated the risk to be about 1 0. We feel, however, that prenatal cytogenetic diagnosis should be offered to all inversion carriers except for those carrying pericentric inversion of chromosome 9, since apparently no unbalanced offspring have resulted from this frequent condition.6 Although our report suggests that pericentric inversion of 19 is also not associated with affected unbalanced liveborn infants, future studies are needed to determine whether or not prenatal diagnosis will be necessary for these carriers.
Finally, it is noteworthy that the dark narrow band halfway down the long arm of the inverted 19 chromosome of the proband in family 1 was C and G band positive (fig 4) . This provides evidence that a C and G positive band was split by a break, which is thought to be a very rare event.
